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m m m 

t^K.hnX\^^^mi^MM(Dl^X-h^m^^^J& (Glioblastoma multiforme; 
GBM) (Shapiro, W.R., Arch. Neurol., 56: 429-432, 1999) (Di^Wi(DfM^. M.^^ 
^A^>^V^fc?&i^^iB§;55^S$tLTV^-5 (Ram, Z. et al.. Cancer Res., 53: 83-88, 
1993; Sampson, J.H. et al., Proc.Natl.Acad.Sci. USA, 93: 10399-10404, 1996; 
Herrlinger, U. et al.. Cancer Gene Then, 4:345-352, 1997; Seleh, M. et al., J. Natl. 
Cancer Inst., 91: 438-445, 1999; Giezeman-Smits, K.M. et al.. Cancer Res., 60: 
2449-2457, 2000)„ In vivoKji^^-T^/VT'W^trSt-x ^O^^Oitfe^^?^^^B& 

^mK(Du^;vtm^^:Lhi)mmz.f^-yx\^^. ^ikm^i^m:mm<Dmm<D)^mz.}i 

Uin vivo-e(^^A^^d^i6;V^;i^-C$><5 (Ram, Z. et al.. Nat. Med., 3: 1354-1361, 

i997)o m.m^i^m^mm^^^ftih\z.\t.^ ^^x^mmz.^m^^u^mmz.m 

#^#fF:SCfi^l : Shapiro, W.R., Arch. Neurol., 56: 429-432, 1999 

##W:S:i^2:Ram, Z. et al., Cancer Res., 53: 83-88, 1993 

#^#fF:iC^3: Sampson, J.H. et al.. Proc.Natl.Acad.Sci. USA, 93: 10399-10404, 

1996 

#^#W:S:i^4: Herrlinger, U. et al.. Cancer Gene Ther.. 4:345-352, 1997 
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#^^fF:SCgit5:Seleh, M. et al., J. Natl. Cancer Inst., 91: 438-445, 1999 
##fF:i:ife6:Giezeman-Smits, K.M. et al.. Cancer Res., 60: 2449-2457, 2000 
#^#fF:SCife7:Ram, Z. et al., Nat. Med., 3: 1354-1361, 1997 

[0003] ^^mt.. '^^P\W^-^^V:fJ^^^ (immunostimulatory cytokines) ^3 — Ki"^-^^ 
i^tzJ^^m^. :fe^$iJ#'|4+)--fh;^7-rv^=:i-Ki-^-^-f-^^0RNA'>-f/i';^-<i^i5'— 

[0004] -^^'ry^mmA'^4^V7.\t. -r^^:^mmh {^iSy'^-fmmhthm':)) ^^y^M^ 

yxi—'^(Dfci^(D^V\^ ^:^y::^(D^--C/l'y^^^i^—(Dm^^^'^1^ttf:^X^fc (Bitzer. 
M. et al., J. Gene Med,. 5: 543-553, 2003)„ 
[0005] •74^:^m^A^^/\^:^<DmW:'^^i^M^. ^^^NaJlSO'^r'Vi^DNA^C-f>^X^/W— h 

. GO mA^mtm^ms^<^ms^mmi^i^^\^^j:^\ (m) m^j^^^^^^^^^y-^'i^f^ 

[0006] ^^m^h\-i. W^:^^RNA!>-f/i^>^-<iJ7i5^— ^fflv^fci^^^;^^:^^t^^^#A^- 
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tiif-fh;^;-r>'CC>io-e$>^^^^— ti^:ar>'-2 (il-2) ^M^^^m^-t^SeV^mmv 

. yiyhmmm^y^^^i^^(osev^^^—^m^ (i.e.) ^-^vtzt^^s sevi^ix^m 

T-f*. J«5^%IL-2|§mSeV-<i5^i5^— -CMS-rSi:. CD4* HSXU CD8* T^JlS;5Sj|gilil 

^^hti^^mm^hm^^o ^m^LmKmm(ommiat. ^(D^m^(o^M(ou^^ 



wo 2005/067981 



4 



PCT/JP2005/000238 



^\^^Xm^^thX^^^ (Iwadate, Y. et al.. Cancer Res., 61: 8769-8774, 2001)o Mx. 
:^^^WlkM (immunologically privileged state) XhoXh^ \L.-2(DXo\Z.^^^^^^ 

tc{Ejl$tvS#'^{e:{t. mmmn^^'&'^mzM^^ (susceptible) ttii^^Ltit^X 

t^o ^^m\^^\^x. -^-r-^^^RNA^-r/^;?^-<i^^-^*4*»Mm^^-*5v^•r 
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[0009] mi'\±>'i^4^4ji^^^^^—(Dm^&iti:^yj^mit^^-rmx-:^^o lacz^/cjith 

;65^$^^TV^§„ lacZ^fc(ttML-2it^^o::r— :/:/y— 7^^>'i5^:7i/— j^tr. SeV# 
m^m^mM^^^^-i-/V'mmX-^^endioXXJ^staTt^^^^i'JVtm^^ V—y— (Id) ioX 

[|ll2]lacZ-SeV/ A M A F^n situ-e^^-b/c. =7iyhmmM (±^<^M 0 m 

(7)4. 7. *5j:U?14 0^{CX-Gal^fe^tTofc (x200{^)o iam^*5a:OTJ!t**t;i. 

[|l|3]hIL2-SeV/ A M A F<DLcM^iS^WM9LmmcX^s.c.-^^(Dm^^n<^t:. 
±9Lmmm(DMm^ (Gd-DTPAaA^<^ti)®ffi<^Tl5^p^)o Gd-DTPA-e?Sli$ 

il @ ia^^±iZ.mmVfz. (Rat #3, Rat #5, Rat #10X 

[ll|4]®^lfflJia^aoSa^3® @ {^io{t5Gd5^pMRncj;59UaM«(D^J^<^^ 
(DWM^^i-mXh^o s.c.:fe^^m^'a-t?-Iir/chIL2-SeV/AMAF<Di.c.S^ (86.5 
±63.8 mm\ n=10) Xl^t^ (286+51.2 mia, n=10). s.c.:^^(D^ (197+48.9 

mm^ n=10), lacZ-SeV/ AM AF<Di.c.g:#^s.c.:fe^0^^^t:>ii: (233 ±73.2 mm^ 
n=6) *rc(4hIL2-SeV/AMAF(?:>i.c.S^ (D^ (256±53.2 mm, n=6) O^-^tCit^ 

[S5]9L^Jia^day O-Ci.c.^SU. day SX^^^—l^-^iSXW^tii-tmMmmmS^ 
{Cj;S:feS^tTofc75/hOKaplan-Meier^£#fti^^^i-E|-e$)^o *^g=3i^ht3 
—71^ (SR). s.c.:^m(D^(D^m (liR). lacZ-SeV/AMAF<Di.c.S-^^s.c.:fe^ ( 
liH:^). hIL2-SeV/ A M A F(Di.c.1^-^(D^i S H;^). hIL2-SeV/ A M A FtDi.cS-^ 
^s.c.ife^tDm^-^t^-lir (liBg:^)„ log-rank testizX^mtm^i^X^ . hIL2-SeV/ 
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^^-r^^tt^^^^fVfc (p<0.05)o 

m6']9Lmmmi^i^n^iL-2mm.(7:>:^^mj^it^m^^^irmx-h^o hiL2-sev/ 

AM AF^i.c.S#bfc9LJ3gJft^o A; xlOOf^. B; x200f&o IL-2® SK^^SttiCbT^ 

[|ll7]lacZ-SeV/AM AFtDi.c.S-^i^oiU^Rgl^gL^ISiOs.c.:^^ (A). hIL2-SeV/A 
MAF(Di.cM-^<D^ (B), ^oJ;TJ^m2-SeV/AMAFOi.c.S^^s.c.:fe^(Dm^'n't? 
i^T (C) <D^S^fTofc^^:yhcDCD4. CD8, *3j;t;^K5^JiS^Jg<75^^(D:fe^mi^fl: 
^^tff^:^-t-|a-efc^o (^*200f^)o CD4* T^J!&*3j;TJ?CD8* TiiJ3a<7)ap{*. 

[0010] :^mmn. i^^mm^^4h:fy^^^^=i—vir^-^^-r^mRnA^4/i^^^^^—^ 
)'^fci'xmmmW'^t^)^mm-r^^t7!)^x^^. -^i^^^— <?)^a«. in vivo^fcf* 

ex viwoX-no^lt-d^X^. in vivo(J:*5V^T{i^-<i^i5'— {ilH^Mj^gR^tcaA^tV. 
ex vivo{cjoVNT}i^-<^i5?-{:i#:iJ1^-e»liiatc^A$tt. ^<^*BJ3S;5SM5^§PfiCt-a 

5o rrT'ia{#^{*. -<^^5^-;65#A$4^:^c:jNai}a^^b5>^^$t^^^Sf|J^^4i^'1'^;{7'1' 

^^i<Lt^h5 mm^^F^, m:k.it3 mm^^f^, 2 mmi^ill^. *fc{*l mm^^Art-CfeSo ^iJ'iJ' 
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[0011] mw£^mizxv)-m\^^^mx-^^B'^^m7im:i^:iti^. •^4-r:^mm^A^^/i^:^ 

Bunnell, B.A. et al., Proc. Natl. Acad. Sci. USA, 1995, 92: 7739-7743; Chuck, 
A.S., Hum. Gene Ther., 1996, 7: 743-750; Chinnasamy, D. et al.. Blood 2000, 96: 
1309-1316; Fehse, B. et al., Br. J. Haematol., 1998, 102: 566-574) o ^tc. ex vivo 

Wim^t^^^. ^f\.\zin\^x. -v-i'-^^^RNAi>-r/v^-<i!'i?-«#sij^j;^^jsrjgj^ 

X^^o m^m^^^^^t. ^nh(DW<^it.. ex vivo^Simn vivot^tlZioHr^l^ 
"bo 

[0012] Ex ywoizX^^i^^—^m^^nom^iM. MOl (^M^^S; ^JiSlofefc«90 
*b<}i3— 200. $b(C^^b<}i5-100. $e>l;i0*U<{i7— 70T*$>So 

^-rti.{^55>-305>s^-efeo-civ\ h^^/u. ^tL}^±(Dmmmm^^xh2:<. 
m^itm&m^tinttii^±^m^'i:xhx\^\ mmtvxi-i. ^-^-r^m^^M 
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fflV^^^i;ei5-et^o fe^V^^^. (xenogeneic) ^J3S*5j:U?|^a^m (allogeneic) 
JSaJ!a^fflV^^r^t>•e^§(Iwadate, Y. et ah. Cancer Res., 61: 8769-8774, 2001) » ^ 
ttbOxenogeneic*fc{*allogeneic/<f)aail&(*. ex vivo?^ A#s '^±<D^^RJt-i^X^ 

[0013] ^^^-izmm-r^:^mmmi^^^hiJ4>i^.-^mM^(D^itisxw^tii-±m 

:/^;5S-^*tL5o :^fe^$iJ^i4l^-f h;?7-r>^ite^^}i. m^iT^B^mm^mi^^fi 

^l:Si~5ri;6S;^$tLTV>5 Interleukin-2 (IL-2) , Interleukin-4 (IL-4) . 
Interleukin-12(IL-12) , granulocyte-macrophage colony-stimulating factor ( 
GM-CSF) . JtTJ«Interleukin-23 (IL-23) ti:}f7!)^^^Mo Fas ligand (Fas-L) t> 
flJffl'C^So IL-2 cDNAfi. MK.it Accession number NM_000586 (protein ID 
NP_000577)^ IL-4 cDNAfi^ '^J:^}^ Accession number M13982 (protein ID 
AAA59149), *5j:t5M23442 (protein ID AAA59150). IL-12 (p35+p40) MK.it 
AF180562 (protein ID AAD56385)(p35)i3j:t;? AF180563 (protein ID AAD56386)( 
p40) . GM-CSFft. MK.it Ml 1220 (protein ID AAA52578), *5j;tJ'A14305 (protein 
ID CAA01150). IL-23 (pl9+p40) it. M^it AP^01620 (protein ID AAG37232)( 
pl9)*3j;U^AF180563(p40:IL-12(Dp40^|R|— ). Fas-L{*. MK-it D38122 (protein 
ID BAA07320) {CfS^^tbTV =66o-C. ±m^^l^fc-^mMm\^-^4h^^>'(D 
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[0014] ±m(D-i-^h^-(i^}-i:^m^mm(Dm^Rx:^^m^MMir^:it7im^^tiXisfo 

. IL-2. IL-4, GM-CSF^3:oV^T^^.J3M5^»]^^^■X>^C;^oV^T^<7)W^ti 

^S:^$^^l:v^5(IL-2: Iwadate, Y. et al.. Cancer Res., 61: 8769-8774 (2001); IL-2, 
IL-4, GM-CSF: Sampson, J.H. et al., Proc.Natl.Acad.Sci. USA 93, 10399-10404 
(1996); GM-CSF: Herrlinger, U. et al.. Cancer Gene Ther. 4, 345-352 (1997); 
IL-4: Seleh, M. et al., J. Natl. Cancer Inst. 91. 438-445, (1999); IL-4: 
Giezeman-Smits, K.M. et al.. Cancer Res. 60, 2449-2457 (2000)) o IL-23{COV^T 

fc:(Becher B. et al., J Clin Invest. 112(8), 1186-91 (2000))o *fc^ Fas-L{;IoV^T^> 
. chemoattractant^LT(Z)^||;6Sfc^r^;d5;^$tLTV^^(Silvestris F et al., Br J 
Haematol. 122(1) 39-52. (2003)) » mBi^M-t^ IL-2 fiifiZX^f^^^mfSiti^-^ 
V^T(*. &<T(DXM.i>0M(D:it(h>iadate, Y. et al. (2000) Cancer Gene Ther. 7, 
1263-1269; Iwadate, Y. et al. (2001) Cancer Res. 61, 8769-8774; Iwadate, Y. et al. 
(2002) Int. J. Mol. Med. 10, 741-747; Iwadate, Y. et al. (1997) Oncology (Basel) 54, 
329-334; Iwadate, Y. et al. (2003) Int. J. Oncol. 23, 483-488) o 

[0015] ;^^^5a^cj3v^•rfflv^e>^^^1^-r^;^>r:^«^^^«. th*5fe-e$>oT^>. ^<Dm<Dm 

2. 3. 4. 5. *fcfi6a£)<^T5y^dS^^*fcfi#;!ra$ixfc2Ky-^>^^h\ *5j;TJ«l- 
^aS(^J;t{i2. 3. 4. 5. *tc{*6aS)OT5y^;5Sgi^$tvfc7Ky-<^^K?fe^;65 

^^^—^^vxmmi^^^ir:6:^tizx<o.mmmmmL.x^i^(D^4h^^^^t 
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[0016] T^y^BH^ij(^)/^yT^^h«. m^\i'^^(0'!^-')^-f^Y^^^—Y'r^Dnh{zMm^ 

SA-r^:i^(;iJ;«9|i^-r^ri!35S-et::5 (Walker and Gaastra, eds. (1983) 
Techniques in Molecular Biology (MacMillan Publishing Company, New York); 
Kunkel (1985) Proc. Natl. Acad. Sci. USA 82:488-492; Kunkel et al. (1987) 
Methods Enzymol. 154:367-382; Sambrook et al. (1989) Molecular Cloning: A 
Laboratory Manual (Cold Spring Heirbor Laboratory Press, Plainview, N.Y.); U.S. 
Pat. No. 4,873,192), ^fe^^^6<J^^4^C^#^4■;t/<?V^J;5f^T5:/^^g^ai-^fcli?) 
(O-04^^^:^}l\^X\X^ ■^!lX.{fDayhoiFb(Dayhoff et al. (1978) in Atlas of Protein 
Sequence and Structure (Natl. Biomed. Res. Found., Washington, D.C.)) y6^^(:f Pjtl/ ! 

T^y^(^30%JMrt. $f*U<{t25%Jl^JLp^, j;t9$f*L<{*20%l^Al^. J;«9$f*b<f*15 

xy)mi^\^<mT^jm^j.\h. j;«90*u<{i5T^7^^^i^. xwt.\^<\t'iT^ 
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m70(t. BLOSUM62@ia-^hy5/iJ';^(S. HenikoflFand J.G. Henikoff, 1992, Proc. 
Acad. Natl. Sci. USA 89: 10915-10919) {vl4oV^T. '^<r)\W^^*^.\Z.^^T%jmf^(0 

;^{f70%J^;l±, j;«9$f^L<{i75%a±^ J;«9$?*L<{i80%i^;l±. J:«9^^b<{*85%ieA± 
. <i:9$f^U<{±90%i!i^±. J;t)^^b<}i93%i^±. i«9$f^U<{i95%ie>l_h. 
fi96%i^A±0[^-'l4^^i-ST$/^gB^J;&s^lfe>tt§o T^y^lE^JOl^— -tefi^ 
^J;tfiBLASTP:/t3^^A(Altschul. S. F. et al., 1990, J. Mol. Biol. 215: 403-410) 
^ffiV^T^^-t*S:l^75^^"e#^o 'e«J;t{iNCBI(National Center for Biothchnology 
Information) (DBLAST<Dl>rt:/^— i/tc4oV^TLow compIexity^'^tf^-f/Vi^'— 
TOFFtClL-C. x7;i-/l-h<D^-?7^— ^$rffiV^T^^^^T5(Altschul, S.F. et al. 
(1993) Nature Genet. 3:266-272; Madden, T.L. et al. (1996) Meth. Enzymol. 
266:131-141; Altschul, S.F. et al. (1997) Nucleic Acids Res. 25:3389-3402; Zhang, 
J. & Madden, T.L. (1997) Genome Res. 7:649-656) „ M^ii2^(Dm^\<Dit^^^0 
blast2sequences:7'ci^^A(Tatiana A et al. (1999) FEMS Microbiol Lett. 
174:247-250) izX^^ 2Un(DTy^yi^V^i¥m^. WM(r>n~'m:^%-r:bZLbii^ 

-et^o ^^y-fnx:^^^y^hmm\^m\\ '^y^^^^^M1^-rh;^?-l'v(5>^^^(^^ 
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it 5xSSC. 7%(W/V) SDS. 100 micro-g/ml ^ttf-'^r^^DNA. 5x^V/N7Vh?^ (ix 

[0020] ^xm V ^bt^5i^-1'^;^7^^^*^ S:^>0*b< (lL)-2-e 

$)^o IL-2{t. IL-21/-I?:/^— (lL-21/'fe:/i5'— alpha, beta. ^ X.Xf gamma) <D]):^>\^ 

and Gree, W. C, (1991), lnterleukin-2, in The Cytokine Handbook, A. Thompson 
(Ed.), San Diego, Calif., Academic Press, pages 83-102; Waldmann, T. A., 1993, 
Immunol. Today, 14:264) » IL-2{i^{J:CD4* Tmm^X-oXm^^n. S B5>^fJMO 

(NK) mm<ommidxxfmi^^mm'r^o iL-2^^mr:bx^ic^mvtimmmmn 

. mmi^M-r^-^^ft^^^mmu m.m(omm^mm'r;5o tML-2 (}$.mm) cdna 

(^:^SSa^iJ^gH^J#-^:ltC. IL-2(^T?y^SB^J^BE?iJ#-^:2{C'^J^i-§o 

[0021] ^m^mz^i^^^-^\L-2(Dy<])T^^hit. ^li#m#<^btL-CV^5„ * 

|§BJ^^:43V^T^ffl-et^IL-2C>x<yTi^^^UT^4. '^!l;t}igfc'JimfFtliM 136,489. 
91,539. 88,195. 109,748. 7|^S#fF 4,518,584. 4,588,584. 4,752,585. 4,931,543. 
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5,206,344^ S^^fFttSM WO 99/60128^ i|#|iBg61-78799, Wang, et al. Science 
(1984) 224:1431-1433 m^^1^^tlX\^^^h(Dm^-^fVb„ m:k.\t. N*$S<DAla% 
X^ir^lL-2m}i. 4r^ym^X^i-^Wr}i (J|#^Bg60-126088). ;i7/V^>v'/l-7l^ 
^^X^-^^m)f (#§BBS60-126088). ^^S(7)5>^^m07Ky-<:/^K(D125# S 

(des-ala-1, ser-125 IL-2 ^fcfi des-ala-1, ala-125 IL-2) (7^H#f|P 4,518,584 *5 
4,588,584). 10AiiL(D^'^:t=^:y:^^Ty^>'fi:t^(D^^T^ymi^Wi^^fl^tc^V 
^y^^K (des-ala-1, ala-104) fj:ifi)^^-^iil^o */c. ^tl.bi!^^t-t>> lL-2<D±S^f^ 

^^•f-^^tKX^^^^t-6^X-^^iGil]is et al., J. Immunol. (1978) 120:2027-2032; 
Watson, J., J. exp. Med. (1979) 1570:1510-1519) p 

[0022] _blEo^^-r^;^7-r>'^=I— Ki-5cDNA^fflv^-r. ^i^-r^;^-r>'?r^m-r5m^ia;t 

(^^^-SM (non-segmented) ■^^■^;^^RNA!>'l'7l-;^i:t)W5) H^mfhfl^o I" 

RNA^<5^VA(cW-r^!j7^/v^^w5o :i<7)j;5/£i>^/v;^^LT{t. /•?7^i^y!>^/v:^( 

Paramyxoviridae; Paramyxovirus, Morbillivirus, Rubulavirus, :}oJ;"CJ^ PneumovirusM 
^^"^tf). ^T^K^^^/VJ^d^habdoviridae; Vesiculovirus, Lyssavirus, ^XXJ^ 
EphemerovirusM^^^tf) . v'^c2'>^/^;^(Filoviridae) , :t/^h^^y^-^/^:^( 
Orthomyxoviridae; Iniuluenza virus A, B, C, ioXX^ Thogoto-like viruses ^^"^tf) 
^ :/:=-ir'^^'Y/l'^(Bunyaviridae; Bunyavirus, Hantavirus, Nairovirus, 4o<J;tJ^ 
PhlebovirusJS^tr^tf) . Tl/":^l^-^/V^(Arenaviridae);fc^*<^)^{z:JRi-5!>^/V>^;65 

[0023] ^/c. -e^-:^;;^^RNA'^7^/^;^^^^— -^--r-:^^^RNA!^7^7^>^^-<— J^^-T^ 
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RNA^4/uy^^^^—i-i. mmm^mvx\^^xhx<. ^mm^^^tii^^^f^mm^i^^ 

[0024] m.^mxj>^;vy^t\t^ myf-^^-^])^^'^^'^Y^'Jt-\.x±m^fi^^jv:^. -^tm 
m(D'^-mt\^zx^izi-im^i.x\^fj:\^^v^^\-'yt^v^m^o Mi^mat. m^m 

S#lfifei"^;^fe/55^^tl/-CV^S(Y. Nagai, A. Kato, Microbiol. Immunol., 43, 
613-624 (1999)) o 

[0025] ^mm ^xm^^tnmB'^M^mu m^^^^^-}'"r^mm^mo m. 
mm^m(Dmm^m^o ^tc—m^. mm^nm&n^=^—vvx\^^f£<xh 

J:<.'Mx.(^iie^^fiy:?KlfVA*/c{4T:/^ir^^;^RNA^ctir(^aHg6^RNA^=i— K 
?ij-e*?t)#5„ *fc. ;*:^egic*5V^-crDNAji:{i. -;*:^DNA*3J;U«-;*:^DNA^ 

[0026] Tic^^g (c*3V ^T#^;l^)i^^:ffi V ^^>^^^-x'^-:^>^^RNA•^7^y^y?>tLT^i. -gsix-f^^-? 
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^5^y!>-f/V:^^(Paramyxoviridae)!>>f/V>^OirV>^ virus). — 

:^->';:^7V^>>>r/V'j:^(Newcastle disease virus). iofc^<.i)^^f^^/l^:^{Mumps virus). 
^^!5^--f/l^;^(Measles virus). RS!>-f/V;^(Respiratory syncytial virus), ^^^^/l^^ 
(rinderpest virus). ^/>^7^>">^^~!j7^/lx;;^(distemper virus). i^-/WN^^>':7/l^:x.>^if 

(Orthomyxoviridae)<7)>r>'>'/X^^>'lf ?J7^/I^:^(lnfluenza virus). ^:/K!>^/V>^^ 
(Rhabdoviridae)(7)7k?^ttP rti^^l^7^/l-;?<.(Vesicula^ stomatitis virus). 
(Rabies virus)#d^^ff e>ttSo 
[0027] ^^BJ t3:*5V ^Tffi V ^:d^-e#S!^-Y/l^>^^$b(-^J^i"tl.f^ . '^Jx.ti Sendai 
virus (SeV)^ human parainfluenza virus-1 (HPIV-1)^ human pgo'ainfluenza virus-3 
(HPIV-3). phocine distemper virus (PDV). canine distemper virus (CDV). dolphin 
molbillivirus (DMV). peste-des-petits-ruminants virus (PDPR). measles virus (MV). 
rinderpest virus (RPV). Hendra virus (Hendra). Nipah virus (Nipah). human 
parainfluenza virus-2 (HPIV-2). simian parainfluenza virus 5 (SV5). human 
parainfluenza virus-4a (HPIV-4a). human parainfluenza virus-4b (HPIV-4b). mumps 
virus (Mumps). iocttJ^Newcastle disease virus (NDV) fiH^^^^ti^o XW^l^< 
{i. Sendai virus (SeV). human parainfluenza virus-1 (HPIV-1). human parainfluenza 
virus-3 (HPIV-3). phocine distemper virus (PDV). canine distemper virus (CDV). 
dolphin molbillivirus (DMV). peste-des-petits-ruminants virus (PDPR). measles 
virus (MV). rinderpest virus (RPV). Hendra virus (Hendra). ^OctU^ Nipah virus 

(Nipah) d^6^cC5i¥<J;9il5^$tvS'^7-r/i->^;55#tf e>ti.S^ 
[0028] j;«9»*L<{i. /^^^$^y^^/v;^^^(l^^t^^f>>r/v>^;JS, /V^^^t^-T/V^^JS. isx 

fil^;?^t°r2»>>f/Vj;^M (genus Respirovirus) (/^^^^Vl^-fy'V^^M (Paramyxovirus) <J:t> 

W9) icm'r^^^/i^:^^fci'i^(Dmmi^x*:h^o mmmzi^^ ^^/i^p^i^x^mB^ 
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(Sendai virus; -^':7^^<v4:y:7/V:^>-f^^/)^y^im.thm'£tl^\ W/W-^^^ 

:y:7/ua^^^^^^/Vy^lom (SPiv-10) fj:t^i)>^i^ti^o t-*5V ^x^<'7^i!7y^^ 
tm^V:^-^^\^:ty'ny'-(y (RNP) ^J^fifeU. eK}-<t«9^Vi^^<^st^^^^5^ 

4/V^iZ^~^ri^^/-^R^Alt. mRNAlZ=i—}^^^ti^ltB^M(Dm^^XXfRNA i 

t?{*^^l;iHN^SMt*i^^^^»C<(Markwell, M.A. et al., Proc. Natil. Acad. Sci. 
USA 82(4):978-982 (1985)) .Fm.BM(D^Xm^^^)^-iL'r^o */c. FW^M^XtJ 

5 y yARNA{i5c^<7)«>-r/v;:^-^^/A>{)^e,3gl:eJc^$tvTv ^5t><^-efeoTiv ^ ( 

WOOO/70055, WO00/70070)o 

[0030] ^mm(D'^4-^:^m.RNA^4/)^:^ii. mK.\t-^-{-r^m.RNA^-(^]^^wy.uRNAt 
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[0031] *fc;$:^P>g<D-v-i'^;??.^RNA^7-r/^^ii. $f*L<{i-7-r-:J-;^0RNA!^7-r/VJ?!.(D^^ 

"T-n. ^^yARNAt!^^/^:?^^ eS^tf ±fERNP;55^J§SjKS5i5<DJi|RM(:nv-<a 
->^iv^5)^;l^*^^yh«5g^LTV^;5„ :^|s:^5go-7^■:^^^RNA•>-r/^^^*> -^#1^ 

^*uTv^Tt>j;<. h^\mmmm^^^^j:^^xmm^^/^^x^^xhx\\ ^mm 

\^y^}l°vi^^;U^m NP P/C/V M F HN - L 

NP P/V M F HN (SH) L 
^— tfyi^^/Vx^JS NP P/C/V M F H - L 

[0033] mK.it±>^^4':74/i^^<D^iA^^(Dj^mw.m<DT^--i^^--p^<DTi:7±y-y3:^^ 

-^fix NPiHS^fClOV^Tfi M29343. M30202, M30203, M30204, M51331, 
M55565, M69046, X17218. PJt^^^^-OV^T^i M30202, M30203, M30204, 
M55565, M69046, X00583, X17007, X17008. Mitfe^(-oV>-C{* D11446, 
K02742, M30202, M30203. M30204, M69046, U31956, X00584, X53056, FMBi^ 
(CoV>Tfi D00152, D11446, D17334, D17335, M30202, M30203, M30204, 
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M69046. X00152. X0213K HNit^^^(c:oVN-C(* D26475, M12397. M30202. 
M30203, M30204, M69046, X00586, X02808, X5613K LMB^i^^^^Xlt. 
D00053, M30202, M30203, M30204, M69040, X00587, X58886^0m(DZto ^P-fz.^ 

CDV, AF014953; DMV, X75961; HPIV-1, D01070; HPIV-2, M55320; HPlV-3, 
D10025; Mapuera. X85128; Mumps, D86172; MV, K01711; NDV, AF064091; 
PDPR, X74443; PDV. X75717; RPV, X68311; SeV, X00087; SV5, M81442; idXXl 
Tupaia, AF079780. Pa^^^^;loV^T«. CDV, X51869; DMV, Z47758; HPIV-1. 
M74081; HPIV-3, X04721; HPIV-4a, M55975; HPIV-4b, M55976; Mumps, 
D86173; MV, M89920; NDV, M20302; PDV, X75960; RPV, X68311; SeV, M30202; 
SV5, AF052755; *3J;U^ Tupaia, AF079780. Cjl^^l-oV^-C{i CDV, AF014953; 
DMV, Z47758; HPIV-1. M74081; HPIV-3, D00047; MV. ABO 16162; RPV, X68311; 

SeV. AB005796; i^i^XT- Tupaia, AF079780. M5t^^^{-oV>T{* CDV, M12669; 
DMV Z30087; HPIV-1, S38067; HPlV-2, M62734; HPIV-3, D00130; HPIV-4a, 
D10241; HPIV-4b. D10242; Mumps, D86171; MV, AB012948; NDV, AF089819; 
PDPR, Z47977; PDV, X75717; RPV. M34018; SeV, U31956; itd^Xl- SV5, M32248, 
FJl^^^f;loV^-C{i CDV, M21849; DMV. AJ224704; HPN-1. M22347; HPIV-2, 
M60182; HPIV-3. X05303, HPIV-4a, D49821; HPIV-4b, D49822; Mumps, D86169; 

MV, AB003178; NDV. AF048763; PDPR. Z37017; PDV, AJ224706; RPV, M21514; 

SeV. D17334; id^Xf- SV5. AB021962. HN(H*fc«G)^t^^=-^-oV^-C^* CDV. 
AF112189; DMV, AJ224705; HPIV-1, U709498; HPIV-2. D000865; HPIV-3, 
AB012132; HPIV-4A, M34033; HPIV-4B, AB006954; Mumps, X99040; MV, 
K01711; NDV. AF204872; PDPR, Z81358; PDV, Z36979; RPV, AF132934; SeV, 
U06433; ^SitJ? SV-5, S76876 dS^J^-Ct^o -fS-b. #^7-l'/l^^f*1S^<^tt*^^^*T' 

[0034] rtbfe<^'>^^^^SeW^='— Ki-?>ORF*Dit^^5l5it^^^<750RF(i. ^Vi^RNA 
\Z.io\ >T±IBOE-l-Sia^lJ^^bTT>^-fe^;=^l;iiBfi$tL^o y/i^RNAtiljSV ^T 
ftt>3'^CifiV^ORF^*. Z'V-^-W$i.hn.OYiFb(Dm\^SmmW'S^^^'(:i>^. E*5 
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xm. ^thi^m\^^x5'hu-(^-mm^mm^mi-^. ^^p^<Dy7i^RNA^;I^5v^ 
Tf*. ^^/^^m^'f'(D^mit:Lthizm^^tv6h(Dxn^j:\^^7!)K 0*b<«. 

[0035] *fc. :^mm<D-^^-i-^mRNA^4/^:^n. m^^^-^/^:^:^m^M^i^<D\ ^-f 
^^^xmi^tz.h(Dx^^xx\^\ m^it. M. F. ^fcfiHNfi^^^. fc§v^^i^^^^>o 
m^'^:b-ii:;&s7p^>fk*yt{* j^c^bfcij'-r/v^^^^iS'-ii. :^mm {^*5v >-r$f iitcffi 

^^mm^w^-r^^tizx^n^^t^^x^^, ^(d^o i^vxm^^ntc^^/^^i-i 
. m^m'>-(/^^:^tmmi^m^mmzmm\^xmmm^^^^-r7!)K mmmx^ 

itFm^^. HNitfe^^. Mil^^^. ^fc«^<D^i^(Dm^'a-fc)-1i:;65^tf bti^o 00 
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^S-e#5(WO00/70055, WOOO/70070, WO03/025570; Li, H.-O. et al., J. Virol. 

74(14) 6564-6569 (2000)) » *fc> m^n. rM^f-^^Pik^m^m^^-ttifz.m±m 

^gttP rts^^'^^/V-;?!. (Vesicular stomatitis virus; VSV)OG3lSK(VSV-G)^^lf^ 

IndianaJk^M^ 0- Virology 39: 519-528 (1981)) S jfeOVSV-GS S ^ffi V < 
X-^^7!)K :Lti\z.^M^fi^£^\ ^ti:^mm<D^i!7^-\i. m.<r)^^f^:^^^(0:sL-y 

e K^^bTf* . f S Jk5lSl>-r/l^;^ (MuLV) 4070At*S :/® 
S(^J^^^pCL-10Al(Imgenex)(Naviaux, R. K. et al., J. Virol. 70: 5701-5705 (1996) 
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[0037] *fc. ;*:^?g{^:*5V^Tffiv^btl^'^7^/^:^'<^^^— 'e«J;t{*^ ^v-<n— 

[0038] t.tc^-^/^^:^'^^^—ti. m^it^^/)^:^m&WicX^-^mWM^i&T^'t^fMz 

. 5!^ JfiL«A^-efc§-^-7^yV'^->' (hemagglutinin) ^tt^y-T^^-^-if ( 
neuraminidase) ^14i(7)M#Ofi&ti^^i-5;&S^ -^SlX-fitu^^O^i^^llJ^^^tySS 
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m^i^M'r^SeW(DmWM^mm^U'J>-r^iKato, a. et al., 1997, J. Virol. 
71:7266-7272; Kato, A. et al., 1997, EMBO J. 16:578-587; Curran, J. et al.. 
WOOl/04272, EP1067179)o :iC>J:5'fell*'fb^i5^i5'"{*. in vivo ^fcfiex vivolC^D 

[0040] -74-r:^mRnA^4/^:^\-iM'^'f'MA^i!^^—t\^xmtiXis'o. ^^m^(Dmm 
WX(D^^^ • li^^frv ^. DNA:73i-X^i^fcJ^eV ^fci?)^^^*:--<z)m^iZs^ ( 
integration) {iScPj^V^ (Lamb, R.A. and Kolakofsky, D., Paramyxoviridae: The 
viruses and their replication. In: Fields BN, Knipe DM, Howley PM, (eds). Fields of 
virology. Vol. 2. Lippincott - Raven Publishers: Philadelphia, 1996, pp. 1177-1204) 

MMW^^oX^m^m^ir^W^t^^^flX\^^^(yu, D. et al., Genes CeUs 2, 

457-466 (l997))o *fc. ;^7>^ixK^5tS&K%^#fc:J^ev^ri:^;li§^Aa^^^<^i^^ 
:^-^fz.it^<y^—-Jl^i^(Dm^i^ (flexibility) fs:t^itm±(D;^Vyhi!>^h^o 

^^^i^?'i<tt>4kb*T'^A'slHg-Cfc9.fts^^=ryh^#*Pi-§^^(-io-C2aSj^ 

[0041] ■^fc'\i>y^^47u:^n. mW[mi^t^xnm^Mxmi}^^±]:^^^t:d^^ibnx\^^ 
^iz^ox0\ivm^mi^^^^xmm^i^mrfm%:^^ti:\^^t\^^o^ti'^x(Dm^i^ 
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J;oTt>^i^$tVTV>5(Hurwitz. J.L. et al.. Vaccine 15: 533-540, 1997; Bitzer, M. 
et al., J. Gene Med,.5: 543-553, 2003)o ■fe>^$^^l>^/W:^<?5:iHb<7)#^}*. 

[0042] ^VARNAf|3^ci^-^'^:*-l':/Jle^^=^— K-f-'So ^^V-^^^^ 

KO^S:^56(D^^^i:J'^5J:5^C^fA-r5^i:^Sg*UV^ (Journal of Virology, Vol. 67, 
No. 8, 4822-4830, 1993)„ 1^AVtc'^^h:fy4^^M.'B'^t^-(/^:^ORFt(DmiM. 

[0043] ^^^~izmm-r^^MmBi^(D^m.i^^M-i. ^(Dm^i^(D±^ i^^-r^^m ( 

wooi/i8223)„ *fc. ^yj=^±(D^Mm^^(DmA^mi^x^xmmir^:Ltj!)^x 



wo 2005/067981 



24 



PCT/JP2005/000238 



So 

;^-efetVfi. 3'-UCCCWVUUWC-5' (W= A^fcttC; V= A, C, *fe(*G) (SB^(J#^ 
:3)<Z)iB^J^0ig{;:^V>;5r^;6S-e#5o 3'-UCCCAGUUUC-5'(gH^J#-^:4) 
. 3'-UCCCACUUAC-5'(ga^J#-^:5). iSXX)^ 3'-UCCCACUUUC-5' (|B?^J#-^: 

6)^W*Uv\ ^tuhmmns K-r^DNAlB^J-e^-f-^^tL^^tL 

5'-AGGGTCAAAG-3' (gfi^O^-^: 7) . 5'-AGGGTGAATG-3' (iE^J#-^: 8) . *3J; 

5'-AGGGTGAAAG-3'(gB^J#^:9)-e*>So ■fei/i5^>r!>>r/V;^^^i5'— C»Eia^J^ 
UTf*. '0aix.fi 3'-AUUCUUUUU-5*(iB^J#^:10) Ki-^DNA-Cfi 
5'-TAAGAAAAA-3'(ia?lJS-^:ll));6W*bV\ Hfi^Jfi^ '9«lx.{ift#<D3J^S-C 
hoXX<. Mci$^mia-i 3'-GAA-5' (:/^>^^DNA-C{i 5'-CTT-3')^ffiV^^V^^J:V^ 

o 

[0045] •r^-i-:^m^^/>:^^^^—^mi^ir^i^tt. mMMmmm^m^x^ -^^-r^m. 

RNA!>^/V;^(D-^r'V-^RNA^tPRNP(7)||1#^(Ci£ls^7'^!>^/V;?^^ -f-^^^^-^N 
. P. *5a:U?LSaK<^#^ST. -^-ri-;^^RNA!i7^/v;^<D<5^V-^RNASr=i-K-r^ 

)^^^^ii:Tt. !>-r/i-x^RNP^S«^-r^::^;6^-r-t^o -^i^iJ'— 
A^:l^#lc3'y-y--ia^J^5>W7-gE^J07Kiig%jfe^-<<jE^(3:Si!!fc$-^5wi: 
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(Hasan, M. K. et al., J. Gen. Virol. 78: 2813-2820, 1997. Kato, A. et 
al., 1997, EMBO J. 16: 578-587 RXI Yu, D. et al., 1997, Genes CeUs 2: 457-466) 
o U^'if-TAtLTti. v'^/U<^^i}k'y4^^y^<DT>^^'^yJ>,miantigenomic strand) 

[0046] ^3Jx.(i^^i^;t-fe>'^^'^-1'/l';5^fi, Hasan, M. K. et al., J. Gen. Virol. 78: 

2813-2820, 1997, Kato, A. et al., 1997, EMBO J. 16: 578-587 ^TJ? Yu, D. et al., 
1997, Genes Cells 2: 457-466(^tB«^(c2iC-C. ^(Dj;5l-UT«||-r^^^/5S-e# 

So 

iF-^w?^ir^m^^mi^t^xmm-r^o s tfyti-^cDNAm.mm^\(D^i^Notm 

-(D5'^'^KNotm^^mn\.xid<^tizx^.mm^ritcm>f(Dmt^^Noti^^ 
^M^'^fDORFtcDm izE-i-s^m^^mm^fh^xo t-. ^ (^e-i-sib^j^ 

^^^X^{Z-r^, ^^DNA(D^^i^. #;!jPLfcE-I-SiB^iJ^tf**l6<]/cC^f A»f>t 
(DmM:d^6<^m^m^^£^X^ K^mWc^nt^ir^ (V ^t?^^-5 r6(Z)/V— /V (rule of six) J 

; Kolakofski, D. et al., J. Virol. 72:891-899, 1998; Calain, P. and Roux, L., J. Virol. 

67:4822-4830, 1993; Calain, P. and Roux, L., J. Virol. 67: 4822-4830, 1993) « 

E-i-siB^j fi, m^itmAm)ir(D^v =^DNA<Dz'mi^-\i>^-(^^^^^(D-^^'ry^m 

(DSmm. :iSXXjmW.m. '^J;t{i^tL^tt5'-CTTTCACCCT-3'(gE^J#-^: 
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12) . 5'-AAG-3\ iSXXJ^ 5*-TTTTTCTTACTACGG-3' (gB^J#-^: 13) tm^^^hM 

o 

i5^-^^$-f{:iy/AcDNA(DNotI§|5^lz:E^*fAUxm^i^X.-fe:V^-ri>-r/V';^ 

cDNA^#^:it'ijprtg-efc?)o 
[0048] m^\-£. »^^;t-fe>^V?-^/^;^^VAcDNA-efetL{i\ :i:ifeteSo:;^|fetc2pc 

-Clt^-r5^i:^^"e#^(Yu, D. et ah. Genes CeUs 2: 457-466, 1997; Hasan, M. K. 
at al., J. Gen. Virol. 78: 2813-2820, 1997) „ M^it. ^Ml^^^<D±l^^m(OZ'm 

cDNA{;i43v>T. ^M(^e7^/v;^s eKa^^^<^='— KiB^ijt^iti/^te^-r^sifl^j 

Tokusumi, T. et al. (2002) Virus Res 86(1-2), 33-8) o 
[0049] ^(7)<j;9(-bT{^$^Ufc!^7-Y/^^'i^VARNA^='~Ki-^DNA^. _h|E<7)^7^7V;^Sfi > 

-e#^ (W097/16539; W097/16538; WO03/025570; Durbin, A. P. et al., 1997, 
Virology 235: 323-332; Whelan, S. P. et al., 1995, Proc. Natl. Acad. Sci. USA 92: 
8388-8392; Schnell. M. J. et al., 1994, EMBO J. 13: 4195-4203; Radecke, F. et al., 

1995, EMBO J. 14: 5773-5784; Lawson, N. D. et al., Proc. Natl. Acad. Sci. USA 
92: 4477-4481; Garcin, D. et al., 1995, EMBO J. 14: 6087-6094; Kato, A. et al., 

1996, Genes Cells 1: 569-579; Baron, M. D. and Barrett, T., 1997, J. Virol. 71: 
1265-1271; Bridgen, A. and Elliott, R. M., 1996, Proc. Natl. Acad. Sci. USA 93: 
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15400-15404) „ :Lflh<D:)3m^X'0. ^^^^>'^/V3^:^if . TK^SttPF^i^^^^-f/WP^, $E 

3!>^(Hirata, T. et al., 2002, J. Virol. Methods, 104:125-133; Inoue, M. et al., 2003, 
J. Virol. 77:6419-6429) o ^mm^^ ^®5»JOM5t(-*5tt^s :fe^^lJ^^4i^-l'^ 

[0050] ^ft:6^/.t¥)l|ifi. (a) -^^^;:^^RNA!i7^/V;?<.y y-MWA (■v-i'-^;^^RNA) 

DNAfiig^^^i^ci^— ^^$tvfc:^VARNA^i N. L. ^ 

m^^tl^o <>^Vi=.RNA^=i-K-r^DNA{i. '^J;t(iT7:/n^-i57-OT^{CiS^$ 
-lir. T7 RNA Tjfypt^— ^'(-iORNAlClfe^^^So iS'— ^UT«. T72Kyp<7 

, 'l'>'t:>nT'fe^$-^fcRNA^^lia{;ih^V::^:7a.i^hbTt>iV \ 
[0051] DNAi)^h(0^/-i>^RNA(DMW<^U^i^!^^^^J:T7 RNAtKUp^^— if^CO^^}*, CI 
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i^RNA. ^xw4/^^^nmm^^^wj^^^^^^m&mn. m^n^^h^^m-r^ 
[0052] ^yj>.mA^^m-r^DNA^mm[^i^mAir^iat. mx.mi^m^/^i^^j^W:{ 

Graham, F. L. and Van Der Eb, J., 1973, Virology 52: 456; Wigler, M. and 
SUverstein, S., 1977, CeU 11: 223) <7)hy^^^y=^^->3l^U.M^^^^ti:l^^. 

tfChen*5j;tFOkayama(Chen, C. and Okayama, H., 1987, Mol. CeU. Biol. 7: 2745 

)lzmoX. 2—4% CO , 35t:. 15— 24B#Pb1. itm^W^ (DDNAM^ 20-30 

2 

micro-g/ml (D^^XMMir^^t^^X^^o h7>'^7a:^?^/3^^^^COV^T^^. 
DEAE-'f^^hT^ (Sigma #D-9885 M.W. 5 X 10** ) . DOTMA (Roche) . Supeifect™ ( 
QIAGEN #301305) . DOTAP. DOPE. DOSPER (Roche #1811 169) 5^C^*^fflV^^:l^r 

i^x^^o h9i^^:7^^iy3iyu.mtDNAt(Dm^m^=^>'¥y—-i>>'^X'^m^tixi. 

W<D^Vj<ti}i). ^xixi^l^^-)]W^:b^tti^X%^i.CiAos, M. P., 1983, Proc. Natl. 

Acad. sci. USA 80: 3oi5)o wMM-iim^. wmmm&.ii^fi^^h\^o^xm.m 

y<^yyT-(Dmmm. DUAmm. mm^m^mmitvxmm^iv^. ^^^^ 
nm^<Dfzib<DDNA(Dm!^^(DmAi^i-i.m¥7!)m^x^m(Dm^^m^^x^m. 
(Di[ki^^mtt^^t^^x^^j^x\ h^^^p^:7:j^^i^a>um^m\^^^:^mf)mvx 

V^^o ^M^it. Superfect™ Transfection Ragent (QIAGEN, Cat No. 301305). 

it DOSPER Liposomal Transfection Reagent (Roche, Cat No. 1811169) ^5fflV^^)tt 

[0053] cDNA^^h(D^^/v:;^(Dnmmtm^maiiim:k.ii&.T(Dx^{:ivxn'?^^ 

24'^i)^h6'KU^<Dy'y:^=^yi^y'\^—hi£.timOO mm--<hyM#-C\ M^^^H^l^ 
jfctt(FCS):fej;T^^^i^K(100 units/ml -^^i^v^y^'GjSiTJ^lOO micro-g/ml :?<>M^ 
^b-^^i/:/) ^t^Md^^M^M (MEM)^fflV ^-Ci^/^W!lii*5l5^J3^t5feLLC-MK2 ( 
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ATCC CCL-7)^l5lSlOO%=3:/7/V3i:/h{c;^^§*-eit*U 'B3Jx.fi 1 micro-g/ml 
psoralen (y^lx^)#?5ET. ^^i^ (UV) mM^m^20^mmX-^m^\^l^fc. T7 
RNAT^y^^— if^^^i-5|a^^!7i7i/z^T!^^/V>c>vTF7-3(Fuerst, T. R. et al., 
Proc. Natl. Acad. Sci. USA 83: 8122-8126,1986^ Kato, A. et ai., Genes Cells 1: 
569-579, 1996)^2 PFU/^ife-e^^^iirSo y'7l^^^(DmMm^^XfUVmkil^m 
fiaSHia^-rSr^^i^-etSo S^ll^ra^. 2—60 micro-g. J;l9$f*b<J*3— 20 
micro-gO^S.Jfex.-fe-:Xi5'V!>-</^^<D^VARNA^='— Ki-^DNA^, ^4/'i^y^RNP<D 

±m^!^m^j:h^'^:^i^i^m'r^^4^i^^m^w^^^-r^-y^^^h' (0.5-24 

micro-gCOpGEM-N^ 0.25—12 micro-gOpGEM-P^ ^XXf0.5^2A micro-gCD 
pGEM-L)(Kato, A. et al., Genes Cells 1: 569-579, 1996)i!*(^Superfect(QIAGEN 

v-r^m^^i^^—(Dm.itnmK.\t 2:1:2 ti-^w^;6w*b<. m 

;tf5l— 4 micro-g<DpGEM-N^ 0.5—2 micro-gCOpGEM-P^ joitf^l— 4 micro-g(7) 
pGEM-LS^T'iillPM-rSo 
[0054] V'y>y^'7zr.^-^Bl^^^u^fdmM^. BfMtCj: 19100 micro-g/mlC0y:7T>t°>'V( 
Sigma)^t;?iXhv'>'T7tVv^K(AraC). J;«9if*b<{*40 micro-g/mlOVhi/^/T^ 
bViXK(AraC) (Sigma) (D^^^-g-tfjfiLff^-^OMEM-ei^^b. r7^v^^T!>^/l';:^lC 

^^^-t"5(Kato, A. et ai., 1996, Genes Cells 1: 569-579) „ Yyl^^yaL^i^^lyt^h 
48-72NFr«m^it#m. *fflJ3S^lEll|XL. ^^ill^S^3Illi^t)3gbT^J|g%SgE^^bfc 
RNP^tffiS[^^?rLLC-MK2JSBJI&le:S:Sh7>';^:7a:i^v^3>'bTi^*-r5o * 

:y:^^:xi:!^->3l^^M:d^^\MX^^o DOTMA (Roche), Superfect™(QlAGEN 

#301305). DOTAP. DOPE. DOSPER (Roche #1811169) Jfe^*/5S#{f^>tv^„ ^:/Ky 
'-M.^X(D^M^^<tiib. i5^ciDdr>'^AP;tS^^t-et^(Calos, M. P., 1983, 
Proc. Natl. Acad. Sci. USA 80: 3015) „ mPH^MA^thfclmS^Xi-i. RNP7b^h(D^^ 
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^f^^-^ WOOO/70055 *DiTJ« WO00/70070#B^) o 
[0055] m.'i3L^^f^^^f^^<^ti'&\i-. '0'!l;t(fCIU (Cell-Infected Unit) W^'^izJiX'^MM 

^^^mHA)oaaSi-^vli:{^J:0*^-r5ri:;6S-e^6(WO00/70070; Kato, A. et 
al., 1996, Genes CeUs 1: 569-579; Yonemitsu, Y. & Kaneda, Y., Hemaggulutinating 
virus of Japan-liposome-mediated gene delivery to vascular cells. Ed. by Baker AH. 
Molecular Biology of Vascular Diseases. Method in Molecular Medicine: Humana 

Press: pp. 295-306. 1999)„ *fc. GFP(ii^#.^^S6W)^cC^f<^-^-;?7-jt^T-^ 

tz.timt. Q\\^}im^\Z.m^h.i>^'^^^ (WO00/70070)o 

[0056] ^^fvy^imm^-r^w). wmwu\zM\^^'^^um\^m\zMm^f\jfi^\ ^TOit 

— oM5t:3^ifefmt-Pilii$nTv (q3Mbli.(i993). r#^f4#W^(^^i^li^ff 

^C7h3-/HII. 5>^^^tSJjifflJia^S^J. ff^tfc, ^Wl, pp.l53-172)o J.^6«JlC{i. 
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^^m^^, a. pp.68-73,(1995))„ 

{CtT5^i:;65-e#S(WO00/70055 ioXXf' WO00/70070#fli)o 

<i> F^ikB^i^^m±:y^-(^4^v::^^/j^cDh!Aisxx^Fm^-:^^^^h^(omm 

-lrVi$^^!>^/l'>^(SeV)^ft>^/AcDNA, pSeVlS* b(+) (Hasan, M. K. et al., 1997, 
J. General Virology 78: 2813-2820) (rpSeV18^ b(+)jfirpSeV18^ji:t>V^5)OcDNA^ 
SphI/KpnIT*m>fbb-C77i5^^:^Kl4673bp)^llll|Xb. iAJCmz.^^—=^:^-if\^XZf'7 
>^5KpUC18/KS^:i-5„ Fite^^:^SIfP^<D«^{ir(DpUC18/KS_hT*tT5o Fat^ 

ORF (ATG-TGA=1698bp) ^I^V ^T^[|^{^atgcatgccggcagatga (gB^J^-^ : 14) "eig 
^U. Fit^^^j^^MSeV<^VAcDNA(pSeV18VAF)^1tlg-r-5„ PCRfi. F<D±M 
(^l{i[forw£ird: 5'-gttgagtactgcaagagc/SB^J#-^:15, reverse: 

5'-tttgccggcatgcatgtttcccaaggggagagttttgcaacc//BH^J#-^ : 16] ^ FiE-^^OT^SJ^ 

[forward: 5'-atgcatgccggcagatga/lB^lJ#-^: 17, reverse: 
5'-tgggtgaatgagagaatcagc/ia^J#-^ : 18] (DT'^^-^— ^fS:-^ V ^/cPCR(7)0^^^ 
EcoT2.2\XW^-t^„ ^<Dj:5(-#^ttfc:7"7^^K^SacI^SalI-eti>fbLT. Fit^^^ 
^^SP^^ti"Bi^<^©f>T- (4931bp) ^leHDiUTpUClStCi^'n— 
pUC18/dFSS^-t"§o ^OpUC18/dFSS^DraIII-ef^'(bbT> ^K"^lH|lRbTpSeV18* 
(OF^ik^^^t^m^<ODT^\\\m)^tm.%^^. ;X3^-U-C:/^;=^^KpSeV18* 

/AF t:#5o :$i>5(55i^^=-f*. m-k.\ip\}cwAFss(D¥m.^^x^nmz.h^um. 

mm Nsa *5j:t;? NgoMIV IfP^fCif A-rSo w(^fci?)(C«, '^J;t{i^5l53te^Wf>T- 
Nsil-taUed^^^-x'— 4o j;tFNgoMIV-taaed:7"^^^— T'ltl|IS■ft^f^=fcV n„ 

[0058] <2> sev-FM 6 ^mmm^-r^^^^-^^—m^o^^m 
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-Irvy-f 1^7^/VP!.<DF51^^^ (SeV-F) ^^mi-5Cre/loxm^M^m:7'7;^^K<^ 
mmtSeV-FmBl^^PCR-r:m^U Cre DNAy^Vlf-f — if tCj:i9it^d^^^^5 
^^^m^il^J;5l-^ff$ttfc7"7:^5:KpCALNdlw(Arai, T. et al., J. Virology 72, 

1998, plll5-1121)<^^=— i^i^-Th SwalSB^lC^Ab. >^7^5:KpCALNdLw/F^ 

Fit^iF-j^M^VA;{)^^>^^'>-l'/V^^T-^lHllUi-r^fci6. SeV-F^ a^^^i-^ 
^/W^-«;^^^t3i^^o liaj3S(i. '^!|;t^^SeV(^lim^cJ:<^V^btV-CV^^f-/^ 
WfliSS 5^5*IBIia»LLC-MK2}WJla^fflV^5ri:;&S-e#5, LLC-MK2^J3a^i. 10%<D^ 
^aUfc^ll'fk'J'iXfl^J^jfD.ff (FBS). -^^i/y VG-^hU'^A 50^&/mU *5j:t^;^hV 

T'h-^-rv'V 50 micro-g/ml^?^>!)DLfcMEM-e37°C. 5% CO^-Ci^^i-^o SeV-Fit 

(mammalian transfection kit (Stratagene)) KXKf. ^^0:7°cih=2— /H^itJ^o-C 

LLC-MK2^IS t-il^T-^ A^^f 5o 

lOcm:?'!/— ^^ffiV^, 40%=i^^7/V^:/b*'e:^WbfcLLC-MK2^JlSl:ilO micro-g 
(D^yPk^VpCALNdLvf/F^mA^. 10mlO10% FBS^-^tfMEMitJi&f^-C. ST'COS 
%CO -r:^^^— ^5^— '4'-e24^^J§*-r5o 24^^^«lia^}*^5b. 10ml;^ife 

2 

tC^^^. lOcmV^— W5tlc^fflV\ 5ml l^S:. 2ml 0.2ml 2^5cl;i^#. G418 
(GIBCO-BRL)^1200 micro-g/ml^^tf 10ml(D10%FBS^-^tl'MEM^^lCTit#^ ' 

mUir^o [HiiDibfc#i5^D— i^tiiocmT^w— b-e=i^^:7/k^vht;i/i6*-ci£Ai^# 

T7^7!>^/V^AxCANCre^^0^>O:^^(Saito et al., Nucl. Acids Res. 23: 
3816-3821 (1995); Arai, T.et al., J. Virol 72,1115-1121 (1998)) moi=3 

[0059] <3> KM.^^iK^sey^^;\^:^(oW^^l^x:^^^ 
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±IS pSeVlsVAF (D^^itB^l()mA^tltiZ^'7:^^h'^&.r<DX'?iCVX 
LLC-MK2jNB/lS{Cb7^^^:73ii?v'3>'-t"S„ LLC-MK2 J^li^trS X 10*ceUs/dish "C 

-a-t^fi. mmmmzmm^. yyui^ (psoralen) t^i^Mm^Bm5rm)x- 20 

PLWUV-VacT7:Fuerst, T.R. et al., Proc. Natl. Acad. Sci. USA 83, 8122-8126 

(1986)) ^Moi 2mmxm^xnmmm^^'^^. v^i^=^T^^;v^^(Dm^mmM 

iCfi, mkMl^UyV^Wzf^b^-h^^m^tl'tL UV Stratalinker 2400(:*i?C2i?^#-^ 
400676 (lOOV), ::^V=^^-J—>^, La JoUa, CA, USA)^fflV^Sri:/5ST*#So iiJiS^ 

^^^^C|S^$tbJ^^V^^^ 6:2:1:2:2:2 tir^ZLht^X^^o mx.\t 

. y/i=sRNA^^mi-S:7'^:^^K. ^Ifet^JcN. p. L. F:7'^;=^HNl|fi«^^m 

i-§^^:7°^^5:K(pGEM/NP, pGEM/P, pGEM/L^U^pGEM/F-HN; 
WOOO/70070, Kato, A. et al., Genes CeUs 1, 569-579 (1996))^. ^tl^thl2 
micro-g, 4 micro-g, 2 micro-g, 4 inicro-gS.1^4 micro-g/ dish(DMith^ly^'7:3^^h 
-r^o ^^mmm^^. Jfc.?*^*jfeV^MEM-T?^Jia^2[Hl?5fc^U. 40 micro-g/mL<D 
Cytosine beta-D-arabinofuranoside (AraC : Sigma, St. Louis, MO)^0^7.5 
micro-g/mL<DTrypsin(Gibco-BRL, Rockville, MD) ^r^tPMEM"Cl#^i"'5o ^tv^ 
<^)*IBlia^lHUDlU. ^Wh^rOptiMEM tC^^i-5(10' cells/ml) „ WI^MM^Sm^ 
•^jgbTlipofection reagent DOSPER (Roche #1811169)^^g-^U(10^cells/25 micro-l 
DOSPER) ^?a-trl5i>^kgLfcm. _btB-e^D— — ^^i/L/cF^^--/WN— Itai&tCh 
7V;^:7aii^v'3>'(l0®cells /weU 12-weU-plate) Jk?i^-^^/.^V ^MEM (40 
micro-g/ml AraC, 7.5 micro-g/ml hy:?'->:/^tp)-Ci^^b. ±^^lHlI|Xi-'5o 

[0060] Fm^^X^^tii'iHNm^^X^n, SeV-<i^i5'-?:^^fiH4{Ci-5fci^(C, 
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. x'o^^mm^^fh^o m^it. Mis^xfFmB^nx^sev (sev/ am af) n 

. ^m^i^X'7b^^1^^n^^^iK<^i^^—tfJ:^o SeV/ AM AF«in vitro*5j;mn 

[0061] ^4/v:7.mB^xmm^^^-^mm-r^m^. mx.i-£. -<^^-K^i^ti^^4 
[0062] :^mmmi^mm\^fc^^^v:^M7^:ifBi^^:^\t. :^mm(D^4/i-:^^^^—ii. m 

1 X 10' CIU/mL^iA±. 0*U<}* 1 X 10' CIU/mLi^_h. J:«9«^^U<1* 5X lO' 
ClV/mLU±. Xmt.V<i^ 1 X 10' ClV/mL&.±. *b<ft 5X lo' ClV/mLU 
±. J;«90*L<fi 1 X 10' CIU/mLie/.±. J;«90*b<{t 5 X lO' ClV/mLU±(DM 

Virology 177(1). 65-74 (1990); WO00/70070)o 

[0063] ^i\sL\^fc^^^\^:^^^^-i-imw^imm^^i^^x^^mir^^ti^x^^omm^ 
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t)0*U<(*5O%J^_h. 0*L<f*7O%i^Jl±. J:0^*L<(*80%4^Jl±. $t>(C$f*L< 

viJ^-^YW^^-^^Tf^^^m^^^ij^ (^<2tBg62-30752-^<^^, #<^Bg62-33879-^ 
^<^^)!i?i^{-SS^*$-frS:^)& (WO97/32010) ^^^d^-r5ra:}6^-e#S;i5. rtt^>{c 

tk (PBS) fi}^f>^m-fh^. z.^hh-<^^-^m'^%^Ji'^t>^x.mm\L'r^z.}i-h^n 

m-r^b^t-d^x^^. :^mm(Dmmm-i. yi^mm. mmw.. ^yvi^y:ftii}£(D 
mcDMmxh^x^w m'^^mm<Dm^i-i^^itmtvxy/i^ifh—/^. ^>=^- 
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MTP-PE (•=r4=^^<^T])TMS^^^M<D muramyl tripeptide). ^SitJ? QS-21 
(soapbark tree Quilaia sanonaria ^M)^j:}£(DTiy^^<>h^B.^-a-t>t^^thX^ 

So 

IL-12 (Proc. Natl. Acad. Sci. USA 96 (15): 8591-8596, 1999) , ^aici^' 
-gamma (^S#rpm 5,798,100^). iii)Mm^3n^—f IJ^ia^^(GM-CSF). iv) 
GM-CSF t IL-4 Neurosurgery 90 (6), 1115-1124 (1999)) Jfe^f^5 

[0066] ■^^•r:^mR^A^4/l^^^^^—(D4>'i^^^X(D^-^Mi-i. B^<Di^m. ¥ 

t^S-^i^iJ'— f*^?*b<f**^10' CIU/ml;?)^?>^^10" CIU/mK J:«90^b<{*^^lO' 
CIU/ml>6^f>^tJlO' ClU/ml. *t>^?*U<(i»1}l X lO' CIU/mId^e>^5 X lo' ClU/mlO^ 

^^fci«9<^S^*}i 2X 10' CIU— 2X10" CIU;&50^u<^ Sl^Hl^f*. lIHI*/c^^lSI 
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k.itu.^w^tcm^^—up^)x-m^Mmz^^^—^^m^'^^o moh*!— 5000 
700—3300 Rad-t?Mi*-f-^^^d5-e#5o -^^h-^^-yi^cmmm-i. mm^ 

25—50 micro-g/mlO-r^h-e^fv-V C^^;!jPL. 37t:. Z0—60^mUt^^M-t^:it 

L-rjl. m\^Um-t^S:<. '^d;t}i:/^;^5:H\ '>^/l-;^-<i5^i5?-. naked DNA/i^\ g-^ 
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5,744,144-^). It ^^-rth?L|gffl!>^/V;^Se®E6*5j:U?E7. 

— ^^MMART-K MAGE-1. -2. -3. gplOO*5j:t;?^ni/i— ^\ ttilClli^S^l^ 
PSA, •^COflh,tCt>, CEA(Kim, C. et al., Cancer Immunol. Immunother. 47 (1998) 
90-96). *5j:t^Her2neu(HER2p63-7U p780-788; Eur. J. Immunol. 2000; 30: 

3338-3346) jfci';os^(fe>ti§o mm^w^<^munmm.'^m^^in^ii^. m^\^u. 

^1^6^. ms^^. ^Mrt. wz.\t&.ym\z.m^fio 

a»(i-^6^f-{*io'-io'^jia> 0*b<{iio'-io'^jia. x.mip.\^<\-m\Q''imm 
^i-6ri::&s-e#6o :feS$ll^^4i^-r^;^7-rv^3-Ki-^-^-r:^;^0RNA•> 
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^:^^—(O^AizmL-Xi^^ iUTC0:$:g^t>#Bg<75^^ (Bitzer, M. et al. J. Gene Med. 
5:543-553. 2003; Li, H.O. et al., J. Virol. 74: 6564-6569, 2000; Inoue, M. et al., 
Mol. Ther. 5:S174, 2002; Shirakura, M. et al., Exp. Animal 52: 119-127, 2003; 
Suzuki, S. et al., Eur. J. Neurosci. 13: 2299-2308, 2001) o 

[0069] :^mm(Di7imm^m<^M^±mt]^xiim^mmi'iti:<. th*5ii>'#fchut?L!i] 
[0071] mmiiXJimm'] 

"y-yV^lMW^^M (gliosarcoma) IIBflSfi. 10% FCS^-^tfDulbecco's modified 
Eagle medium 5% CO ^t^m±M.^XmW\^tLo i*:a200i3j;TJ?240 g (7-8® 

2 

Laboratory Animal Resources Commission Standards iM^Wi^MM^M'^^W) 
ti£V\ specific pathogen-fi-ee (SPC; ^^mW^i^:7V—) (Dm^TXm^Vtio 

[0072] mmm'ev'^uisxxj^f^m 

Wim^mm^v^^m^mmi^m^vtco ^mn (bun- hole) ^mw^^mi^mif 

tz (:/^i^V^;^ 4 mm, lE^m^<0^ 3 mm)o mm^^hmM (ventral) 3 mm(D{4^ 
(C:25^'— v^$f^#Ab, '^^:i^ti4>'i^3u:i^^— (Harvard Apparatus, South Natick, 
MA) ^fflV^, 10 micro-KDm^^^i^^'^tl^lO^ (D->l^i^z^—^y^ti:9LmBfmS^^5 

^f)^ifxip^<^t^Avti (day o)o mmiMmLmmfm^(Dmfh 0.0.) mm<D3 

em (day 3) IzmfttVtlo l!]i^t-{iSeV18*hlL2/ AM AF ^fcft SeVlS'lacZ/ AM A 
FOf^rt^A (i.c. transplantation). ^XU/i^tci-±m^i.tim-±m9LBmBS^<D^ 
T:fe^ (s.c. immunization) ^trofCo IBl^^A'Cfi. 10 micro-I PBS4'<?51xl0' CIU 
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m^30 GyX-mM\^. IxlO' cDMtt9L^flS^-a tf 100 micro-KDi^Jt^TflltP (lower 
abdominal quadrant) tC^Sbfc (Iwadate, Y. et al.. Cancer Res., 61: 8769-8774, 
200 Do 

[0073] [MRmXX^^W^m 

LfCo 50 mg/kg(D--^>-h^</Vt^^— /V-e^i^Lfc^5/K-0.2 mlOGd-DTPA (0.8-1.0 
ml/kg) ^f^XV. 1.5r-y^y<DMR^W: (Sigma Advantage, General Electric, 
Milwaukee, WI) ^fflV^TSt>t^|(Tffi<^Tl3*liPi^ (TR 500 msec, TE 11 msec, 3 mm 
m, gapless) ^#fCo mm<^i^^ (mm') f*. ^MR®#^J^ (mm') tCliI#J¥^:^^tt 
fct><^<DGd-DTPA3tlilfB^<^fP^b-C^mbrCo MRl-C.i.mo/cM0#:a{l. W 
^j|f*ff<^il:=^{-#/c^|^(Offi5^m*^y^TJfcffiSi:dSfe5 (Namba, H. et al.. 
Human Gene Ther.. 7: 1847-1852, 1996)o #POfi3^^^<D^SW%. ^^I[5>i5[ 
(— Tniag^^tSc^^-ff (One-factor ANOVA)) fCj;«9^igbfCo 

X M.&<^f^W' (paresis)^ MM^M (ataxia)^ periophtalmic encrustations (HS 

^^{iKaplan-Meier^lCj;^log-ranktesttCj;OtTofCo 

[0074] L^^mMitm 

fZo l^=^*<^15 micro-ml¥<D^5g9]K-^^CD4^J8a (W3/25, Serotec, Oxford. UK) 
, ^CDSMS^ (OX-8, Serotec). ^NKlBJiS (1.2.3, Serotec). *5<i:tFtn:tHL-2 
(DAKO, Tokyo, Japan) ^7:^^^— ^(7)^CS#r7i^tf-</^:^:¥ 

^^'^■¥^^-=5'!j7;^IgG (MBL, Nagoya, Japan) tRji^-^. 3, 
3'-diaminobenzidine tetrahydrochloride (Sigma, St. Louis, MI) "C^-feUfCo X-GalO 
l§j^^fet-i'9beta-;^f^i^hi^^-if(7)^m^^tBL-fCo 
[0075] [^ife^yi] fcHL-2jt^^^^^i-^m^ja;t-^'<i-;=^0RNA!j7^/k^-<^i5^-O« 
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^i^^^^^jv:^ (SeV) ^^^JJ^<o^^J^mm'i-. -i^'mz.^^^)—^- (Id) \zm^ 
. ^^jvj^W^"^ y^^x^-^^^-f-yY (NP), -^T^-^ (p), -^YOv^:^ (M), :7^— v?3> 
(F). ^-^^ jv-^'^-^y-M'y^^^^—^ (HN). 9-^^ (L). ^bTS^(7)5'iS{- 

Mv>v"-7- (tr) ;65^< (igi)o Mjtfe^F-:feJ;tl«F5t^^^<7)M;^^j>:^$ii:/cSeV-< 
i^i?— (SeV/AMAF) ^||@^^^:ffiV^fCo F®fiKfie7'i'/V'P?.i^^(Cie:x^T*3b«9MSe 
KfilJ'-l'/^v?><^T-lrV:/y*3j:t;?x^7^W>'^ (budding) (il^^lg-T^fcfe. SeV/ AM A F 

SeV/ A M A F^i^iJ'— (hIL-2-SeV/ A M A F) ioXXJ- lacZit'fe^^^^fti-'SSeV/ A 
MAF^iJ^iJ'— (lacZ-SeV/AMAF) i^JlHtr<DSB^Oai!9J;::«||Lfc (Inoue, M. et 
al., J. Virol., 77: 6419-6429, 2003; Inoue, M. et al., Mol. Ther., 5: S174, 2002)o ^ 

SeV#m6^^^^tfii/^>/ViH^iJ^-^ti>NotIi57i/##r7^-^-^ 
5'-ACTTGCGGCCGCGTTTAAACGGCGCGCCATGTACAGGATGCAACTCCTG 
TC-3' (gB^J#-^:19) ioXXj^ 

5'-ATCCGCGGCCGCGATGAACTTTCACCCTAAGTTTTTCTTACTACGGATTT 
AAATG GCGCGCCA-3' (iE^lJ#-^:20) ^fflV^T. tML-2 (Accession number: 
A14844) cDNA^li*SLfc„ li*SilT>i-^5cOpSeV187 AM A FONotlMil-^AU 
fCo j;5t-U-C. hIL-2-SeV/ A M A FtDcDNA (phIL2-SeV/ A M A F) ^«||LfCo 
lacZ-SeV/ A M A F<7)cDNA (placZ-SeV/ A M A F) f*. lacZii*S^>T-?rffl V ^TI^^^^: 
«^bfc (Li, H.O. et al., J. Virol., 74: 6564-6569, 2000)o T7 RNA^yp<^— 
'^'t^V^-y:=-Tt^-ifV:^. VTF7-3 (Fuerst, T.R. et al., Proc. Natl. Acad. Sci. USA, 
83: 8122-8126. 1986) ^lrLLC-MK2^JlS{C^^$-fr^c^, phIL2-SeV/ A M A F *3 J; 
XS- placZ-SeV/AM AF^^SSt;ih^V;^^zi.i^bbfc„ T7 RNA^iKyp*^— 
;5^|gtb$tbfchlL2-SeV/ A M A F^lacZ-SeV/ A M A F(DRNA^Vi=^(t. =3h^>';^:7m 

^1/— h^-^^c (Ikeda, Y. et al., Exp. Eye Res., 75: 39-48. 2002)„ |Hll|K§tl/fcSeV^ 

(Inoue, M. et al., J. Virol., 77: 6419-6429, 2003; Inoue, M. et al., Mol. Ther., 5: 
S174. 2002)o !>'l'/^P^O:^'|ffi^^^'j4^S(^l8t^U, ceU infectious unit (CIU; ^JiS 
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[0076] [^iS^!)2] SeV^i^^—{zX^betei-:ffy^hi^y—^M.'Bl-(^B\^MA 

fznmmmK^i^^^xm^f^o mmmmmmAi^tim^. ^^^-^it^Ai^tcmm 
(D^mi-iMm^ia^. lacz-sev/ A M A F^mx^rifcmAmm"Mt^i^h(Dm 

^mi^^^^—(D^A(D7Bm^M±tfj:^. mm^^M-tu^ ^i^x^mLtz m 
2)o mm(Dmm(DiE.'^m^<7)mA\z.-D\^xi^. mmmmmmx 
w^tA^t^^hrL^j:f)^ofco lEm^mi^^Ai^tim^ia-i. mm\^ii^A(Dm^t 
mm<D^mxnmisxxj^i^vTmm^<DmA^mm^infco^^^-<^mmif^^A 
KXoxu. ±:^mmatmA^M^^'otio 

[0077] IMMmS'] hIL2-SeV/AMAF-<^^-(^i.c.^iAt-J;^^fll^^m 

9L^mm^m^m\HKmmLfc'r^—-:f9yhxi^mM\^ (progressive) (Dmm^^ 

^^U. ^«d^^25 B ^ (day 25) ^T'tJ:-r-<T<^^5/h;?)5^t:bfCo R^ttUfc^^ 
«i)!a!7^^V^fflV^/c^T (s.c.) ^^^M^^t>iirfchIL2-SeV/AMAF 

(sev/iL-2i:iii§iB) (Di.c.^-^<Dmm^^^. mucd^^mMRnzx^mmi^mtimi^ 

Xr)m^ti (m3)o 9LmmM^(Omm>^h3mm a (day 21) {ChlL2-SeV/ a M a ( 
uc.1^-^^XXfs.c.-^mi^W^^n^ti9-y\^(Dmmi^m (86.5 ±63.8 mm'. n=10, on 
day 21) i-i. t^^M (286+51.2 mm', n=10. on day 21). s,c.'^^<D^ (197±48.9 
mm', n=10, on day 21). lacZ-SeV/ AM AFOi.c.S^ts.c.:^5gC0|a^'^:b-& (233 
±73.2 mm', n=6, on day 21). ^/c{ihIL2-SeV/ A M A F<Z>i.c.^^<D^ (256±53.2 
mm', n=6, on day 21) (Dh<DKlt^. ^MKB^^VX^^^^tifimmi^ti (.m4)o 
hIL2-SeV/AMAF^flJfflbfcil^'^;b-ti:?'^^ (combinatory treatment) ^ 

^j3M3^(^day 2i\zmo^'p3m(D'7^yhx^±\z.mmvti m3X nmm^. 

hIL2-SeV/ A M A F<^i.c.lS-^^*fc{is.c.:fe^^(^*3ltSffi5»<D51z:*^i*:^{i* 
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^iyh(Dm'^ii^ hIL2-SeV/ A M A F<Dlc.^^mki^fz.its.c.'^m^m<D^mi^^^ 
^^m{^it^m-S:^tltl^^. hIL2-SeV/ AM A F^^^—(Di.c.^^^s.c.:^^tm.^ 

^<ifz7^yh(D^tH^it^Xh^MKm^^thtc (p<0.05, Logrank test) (|^5)„ 

hiL2-sev/ A M A F^^*j®K<^s^{ii<^^^{e:aALfc#^{i. Bmmmnmm 
^stt^cC^^^ofc mm^T'—^)o z(D^^^it. mv^^i^mm^^m^ir^ia-i. il-2 

[0078] immm4-] ^mmm^t^m^ 

mm.miz.:3siir^iL-2m &M(Dmm^mmm^t^mm^tio il-2® e^f*. 

hIL2-SeV/ A M A F^^i^~^mA\^f:immi^X^Wci.xm^i.X\^ ^^:Lt:^mm^ 
tlfc (EI6)„ $e>t-. CD^^rmSk. CDS* Tmm. iSXXfNKmS^<D:^^^m^tlo 

mm. CDS* rmm. is^rmKmrncDmrnt^mm^mm^titc (arx :zthh(Dmm 

(D-^-f^i^V— >3V(t, lacZ-SeV/ AM AF'^i^iJ'— <Di.c.?iA4t5j:U?s.c.:fe^{c:J;;5f-& 

*fc{ihiL2-sev/ A M A F^i^^^—ayic^-^m^iz^^^m^nofcmmxh ^ 

o 

[0079] :^mm Kx^. mmim-r^mtz.fj:mm:^m:d^m^^titio :^^m(D:)jmit. m 



wo 2005/067981 



44 



PCT/JP2005/000238 



[10] :^^$ij^'t4i^^h;{7-('^^^'i'^^— m^^^\^UWL(D^yK 
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